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THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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earned patent term adjustment. See 37 CFR 1.704(b). 
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1 )□ Responsive to communication(s) filed on . 

2a)[X] This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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DETAILED ACTION 



The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 



Claims 1 and 2 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Crouzetetal [US 6,319,672]. 

Crouzet et disclose an oligonucleotide (SEQ ID NO: 18) that corresponds with a 
region of the nucleotides 1771-1792 of the instant SEQ ID NO: 10. The disclosed 
oligonucleotide of Crouzet et al therefore contains all of the structural requirements of 
the instant claims. Without evidence to the contrary, it is assumed that the compound of 
Crouzet inherently possesses the activity recited in the instant claims. 



A REJECTION UNDER 35 U.S.C. 102/103 CAN BE MADE WHEN THE PRIOR ART PRODUCT SEEMS 
TO BE IDENTICAL EXCEPT THAT THE 

PRIOR ART IS SILENT AS TO AN INHERENT CHARACTERISTIC 

Where applicant claims a composition in terms of a function, property or characteristic and the 
composition of the prior art is the same as that of the claim but the function is not explicitly 
disclosed by the reference, the examiner may make a rejection under both 35 U.S.C. 102 and 103, 
expressed as a 102/103 rejection. "There is nothing inconsistent in concurrent rejections for 
obviousness under 35 U.S.C. 103 and for anticipation under 35 

U.S.C. 102." In re Best, 562 F.2d 1252, 1255 n.4, 195 USPQ 430, 433 n.4 (CCPA 1977). This same 
rationale should also apply to product, apparatus, and process claims claimed in terms of 
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function, property or characteristic. Therefore, a 35 U.S.C. 102/103 rejection is appropriate for 
these types of claims as well as for composition claims. 

A REFERENCE TEACHING PRODUCT APPEARING TO BE SUBSTANTIALLY IDENTICAL IS MADE 
THE BASIS OF A REJECTION, 

AND THE EXAMINER PRESENTS EVIDENCE OR REASONING TENDING TO SHOW INHERENCY, 
THE BURDEN SHIFTS TO THE 

APPLICANT TO SHOW AN UNOBVIOUS DIFFERENCE 

"[T]he PTO can require an applicant to prove that the prior art products do not necessarily or 
inherently possess the characteristics of his [or her] claimed product. Whether the rejection is 
based on inherency' under 35 U.S.C. 102, on prima facie obviousness' under 35 U.S.C. 103, jointly 
or alternatively, the burden of proof is the same. ..[footnote omitted]." The burden of proof is 
similar to that required with respect to product-by-process claims. In re Fitzgerald, 619 F.2d 67, 70, 
205 USPQ 594, 596 (CCPA 1980) (quoting In re Best, 562 F.2d 1252, 1255, 195 USPQ 430, 433-34 
(CCPA1977)). 



Claims 1,2, 4-10, 12-14 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Dean et al [US 6,180,353]. 

Dean et al disclose and claim an antisense oligonucleotide (SEQ ID NO: 155) 
which corresponds with a region of nucleotides 1756-1771 of the instant SEQ ID NO: 
10. Dean et al disclose all of the modifications and carriers recited in the instant claims 
(see claims 1-10 and columns 7-24, for example). The disclosed oligonucleotide of 
Dean et al therefore contains all of the structural requirements of the instant claims. 
Without evidence to the contrary, it is assumed that the compound of Dean inherently 
possesses the activity recited in the instant claims. 

The applied reference has a common assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
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the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 

A REJECTION UNDER 35 U.S.C. 102/103 CAN BE MADE WHEN THE PRIOR ART PRODUCT SEEMS 
TO BE IDENTICAL EXCEPT THAT THE 

PRIOR ART IS SILENT AS TO AN INHERENT CHARACTERISTIC 

Where applicant claims a composition in terms of a function, property or characteristic and the 
composition of the prior art is the same as that of the claim but the function is not explicitly 
disclosed by the reference, the examiner may make a rejection under both 35 U.S.C. 102 and 103, 
expressed as a 102/103 rejection. "There is nothing inconsistent in concurrent rejections for 
obviousness under 35 U.S.C. 103 and for anticipation under 35 

U.S.C. 102." In re Best, 562 F.2d 1252, 1255 n.4, 195 USPQ 430, 433 n.4 (CCPA 1977). This same 
rationale should also apply to product, apparatus, and process claims claimed in terms of 
function, property or characteristic. Therefore, a 35 U.S.C. 102/103 rejection is appropriate for 
these types of claims as well as for composition claims. 

A REFERENCE TEACHING PRODUCT APPEARING TO BE SUBSTANTIALLY IDENTICAL IS MADE 
THE BASIS OF A REJECTION, 

AND THE EXAMINER PRESENTS EVIDENCE OR REASONING TENDING TO SHOW INHERENCY, 
THE BURDEN SHIFTS TO THE 

APPLICANT TO SHOW AN UNOBVIOUS DIFFERENCE 

"[T]he PTO can require an applicant to prove that the prior art products do not necessarily or 
inherently possess the characteristics of his [or her] claimed product. Whether the rejection is 
based on inherency' under 35 U.S.C. 102, on prima facie obviousness' under 35 U.S.C, 103, jointly 
or alternatively, the burden of proof is the same...[footnote omitted]." The burden of proof is 
similar to that required with respect to product-by-process claims. In re Fitzgerald, 619 F.2d 67, 70, 
205 USPQ 594, 596 (CCPA 1980) (quoting In re Best, 562 F.2d 1252, 1255, 195 USPQ 430, 433-34 
(CCPA 1977)). 



Claims 1,2, 4-10, 12-14 are rejected under 35 U.S.C. 102(a) as being 
anticipated by Dean et al [US 6,180,353]. 

Dean et al disclose and claim an antisense oligonucleotide (SEQ ID NO: 155) 
which corresponds to a region of nucleotides 1756-1771 of the instant SEQ ID NO: 10. 
Dean et al disclose all of the modifications and carriers recited in the instant claims (see 
claims 1-10 and columns 7-24, for example). The disclosed oligonucleotide of McKay et 
al therefore contains all of the structural requirements of the instant claims. Without 
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evidence to the contrary, it is assumed that the compound of Dean inherently 
possesses the activity recited in the instant claims. 

A REJECTION UNDER 35 U.S.C. 102/103 CAN BE MADE WHEN THE PRIOR ART PRODUCT SEEMS 
TO BE IDENTICAL EXCEPT THAT THE 

PRIOR ART IS SILENT AS TO AN INHERENT CHARACTERISTIC 

Where applicant claims a composition in terms of a function, property or characteristic and the 
composition of the prior art is the same as that of the claim but the function is not explicitly 
disclosed by the reference, the examiner may make a rejection under both 35 U.S.C. 102 and 103, 
expressed as a 102/103 rejection. "There is nothing inconsistent in concurrent rejections for 
obviousness under 35 U.S.C. 103 and for anticipation under 35 

U.S.C. 102." In re Best, 562 F.2d 1252, 1255 n.4, 195 USPQ 430, 433 n.4 (CCPA 1977). This same 
rationale should also apply to product, apparatus, and process claims claimed in terms of 
function, property or characteristic. Therefore, a 35 U.S.C. 102/103 rejection is appropriate for 
these types of claims as well as for composition claims. 

A REFERENCE TEACHING PRODUCT APPEARING TO BE SUBSTANTIALLY IDENTICAL IS MADE 
THE BASIS OF A REJECTION, 

AND THE EXAMINER PRESENTS EVIDENCE OR REASONING TENDING TO SHOW INHERENCY, 
THE BURDEN SHIFTS TO THE 

APPLICANT TO SHOW AN UNOBVIOUS DIFFERENCE 

"rrjhe PTO can require an applicant to prove that the prior art products do not necessarily or 
inherently possess the characteristics of his [or her] claimed product. Whether the rejection is 
based on inherency' under 35 U.S.C. 102, on prima facie obviousness' under 35 U.S.C. 103, jointly 
or alternatively, the burden of proof is the same...[footnote omitted]." The burden of proof is 
similar to that required with respect to product-by-process claims. In re Fitzgerald, 619 F.2d 67, 70, 
205 USPQ 594, 596 (CCPA 1980) (quoting In re Best, 562 F.2d 1252, 1255, 195 USPQ 430, 433-34 
(CCPA 1977)). 



Claims 1,2, 4-10, 12-14 are rejected under 35 U.S.C. 102(e) as being 
anticipated by McKay et al [US 6,455,307]. 

McKay et al have disclosed an antisense oligonucleotide (SEQ ID NO: 93) that 
corresponds to a region of nucleotides 1881-1898 of the instant SEQ ID NO: 10. Claims 
1-26 of McKay et al clearly disclose all the limitations (modifications and carriers) of the 
instantly claimed invention (see also columns 5-29, for example). Without evidence to 
the contrary, it is assumed that the compound of McKay inherently possesses the 
activity recited in the instant claims. 
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The applied reference has a common assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 



A REJECTION UNDER 35 U.S.C. 102/103 CAN BE MADE WHEN THE PRIOR ART PRODUCT SEEMS 
TO BE IDENTICAL EXCEPT THAT THE 

PRIOR ART IS SILENT AS TO AN INHERENT CHARACTERISTIC 

Where applicant claims a composition in terms of a function, property or characteristic and the 
composition of the prior art is the same as that of the claim but the function is not explicitly 
disclosed by the reference, the examiner may make a rejection under both 35 U.S.C. 102 and 103, 
expressed as a 102/103 rejection. "There is nothing inconsistent in concurrent rejections for 
obviousness under 35 U.S.C. 103 and for anticipation under 35 

U.S.C. 102." In re Best, 562 F.2d 1252, 1255 n.4, 195 USPQ 430, 433 n.4 (CCPA 1977). This same 
rationale should also apply to product, apparatus, and process claims claimed in terms of 
function, property or characteristic. Therefore, a 35 U.S.C. 102/103 rejection is appropriate for 
these types of claims as well as for composition claims. 

A REFERENCE TEACHING PRODUCT APPEARING TO BE SUBSTANTIALLY IDENTICAL IS MADE 
THE BASIS OF A REJECTION, 

AND THE EXAMINER PRESENTS EVIDENCE OR REASONING TENDING TO SHOW INHERENCY, 
THE BURDEN SHIFTS TO THE 

APPLICANT TO SHOW AN UNOBVIOUS DIFFERENCE 

"|T]he PTO can require an applicant to prove that the prior art products do not necessarily or 
inherently possess the characteristics of his [or her] claimed product. Whether the rejection is 
based on inherency' under 35 U.S.C. 102, on prima facie obviousness' under 35 U.S.C. 103, jointly 
or alternatively, the burden of proof is the same... [footnote omitted]." The burden of proof is 
similar to that required with respect to product-by-process claims. In re Fitzgerald, 619 F.2d 67, 70, 
205 USPQ 594, 596 (CCPA 1980) (quoting In re Best, 562 F.2d 1252, 1255, 195 USPQ 430, 433-34 
(CCPA 1977)). 
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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1, 24-10-15 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Norman et al [Ann. Hum. Genet. Vol. 64:15-23, 2000] in view of Monia et al 
[5,977,341] and Monia et al [6,395,545] and applicants admission on page 80 of the 
instant specification. 

Norman et al have taught that NFKBIL2 (IkBR) is involved in the NF-kB pathway. 
Norman discusses the various interaction of various members of the pathway which 
includes members IkBalpha and IkBbeta, for example. In the conclusion of the 
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reference Norman et al assert that it is not clear that NFKBIL2 is a member of the IkB 
family. Norman et al do not teach antisense oligonucleotides targeted to IkBR. 

Monia [6,395,545] et al have taught antisense modulation of IkBalpha. Monia et 
al have taught general antisense targeting guidelines at columns 3-4, for example. It 
has been taught to target 5'untranslated regions, start codons, coding regions, and 
3'untranslated regions of a desired target, for example. It has been taught in column 5, 
for example, that antisense compounds are commonly used as research reagents and 
diagnostics, for example and further sate that antisense compounds are useful, for 
example, to distinguish between functions of various members of a biological pathway. 
At column 5 it has been taught that antisense oligonucleotides 8-30 nucleotides in 
length are particularly preferred. At columns 6-7 it has been taught preferred antisense 
oligonucleotides contain modified internucleoside linkages including phosphorothioate 
linkages, for example. At columns 7-8 it has been taught that preferred antisense 
oligonucleotides comprise modified sugar moieties including 2'-0-methoxyethyl. It has 
also been taught to modify nucleobases in antisense oligonucleotides at column 8-9 
which includes the teaching of 5-methyl cytosine and at column 10 it has been taught 
chimeric antisense oligonucleotides. All of the above referred to modification were 
known in the art to provide beneficial attributes to antisense oligonucleotides such as 
increased hybridization and nuclease protection, for example. At columns 10-24, for 
example it has been taught numerous "carriers" for antisense oligonucleotides. In 
Tables 1 and 2 it has been taught the successful targeting of those regions taught in 
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columns 3-4 with chimeric phosphorothioate oligonucleotides having 2'-MOE (a 2'-0- 
methoxyethyl modification). 

Monia et al [5,977,341] discloses the same as Monia above except that the 
teachings are directed to IkBbeta. 

On page 80 of the instant specification it is stated that SEQ ID: 10 was 
obtained from a published document. 

It would have been obvious for one in the art to make antisense targeted to IkBR 
since it has been taught in the art that it is involved in the NFkB pathway. Both Monia 
references teach the use of antisense to elucidate the function of members of this 
pathway and assert that antisense is a fine tool to determine the relationship of various 
members of a pathway. Since the art has shown the successful use of antisense in 
members of the same pathway as IkBR, it would have been obvious to use antisense to 
test the properties of a putative new member of the pathway such as the reference 
suggest to do. The prior art also provide ample teachings for the various recited 
modifications and carriers and for targeting coding regions of a target nucleic acid [both 
Monia reference, for example]. 

The invention as a whole would therefore have been prima facie obvious to one 
in the art at the time the invention was made. 

Applicant's arguments filed 2/17/04 have been fully considered but they are not 
persuasive. 



Application/Control Number: 09/993,731 Page 10 

Art Unit: 1635 

Applicant argues that claims as amended should not be rejected under under 35 
U.S.C. 103(a). Applicant argues that Norman fails to teach antisense to inhibitor-kappa 
B-R and that the secondary reference fails to teach antisense targeted to the specific 
gene claimed and further argue that the claims as amended recite a specific region with 
the target region of a inhibitor-kappa B-R SEQ ID NO: 10, and assert that the combined 
teachings of the reference do not teach such antisense compounds or provide n 
expectation of success. This position is not agreed with. The prior art clearly teaches to 
use antisense oligonucleotides to evaluate a genes function and to determine its 
function in a pathway. Since both Monia et al references have taught that the use of 
antisense to elucidate the function of members of two gene in the same pathway as 
inhibitor-kappa B-R and since both have asserted that antisense is a fine tool to 
determine the relationship of various members of a pathway, and since both Monia 
reference have shown the successful targeting of a coding region of nucleic acid targets 
and since the teachings of both Monia et al reference parallel the instant specification in 
antisense design, in general, it is clear that one would have an expectation of success 
and a motivation to target a coding region of inhibitor-kappa B-R and inhibit inhibitor- 
kappa B-R. Norman et al have clearly provided a motivation to determine the role of 
inhibitor-kappa B-R in the NFkB pathway as stated in the rejection above. Applicant 
argues that it would not be expected that antisense would function in the inhibition of 
inhibitor-kappa B-R but do not provide any reasons to support this position, especially in 
view of the teachings of the prior art references. It is noted that the prior art teachings 
on antisense design appear to parallels those of the instant specification for each 
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respective gene target, for example. The new grounds of rejection above addresses the 
target sequence SEQ ID NO: 10 as a known inhibitor-kappa B-R sequence and also it is 
noted that both Monia et al reference both clearly teach the targeting of a coding region 
and provide evidence of a reasonable expectation of success in such targeting in Table 
1 of the references, for example. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sean R McGarry whose telephone number is (571) 272- 
0761 . The examiner can normally be reached on M-Th (6:00-4:30). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John LeGuyader can be reached on (571 ) 272-0760. The fax phone 
number for the organization where this application or proceeding is assigned is 703- 
872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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